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Related Articles, Links 



BACE overexpression alters the subcellular processing of APP and inhibits 

A{beta} deposition in vivo. 

J Cell Biol. 2005 Jan 10; [Epub ahead of print] 

PMID: 15642747 [PubMed - as supplied by publisher] 



□ 2: HeX. LiF. Chang W. Tang J. 



Related Articles, Links 



GGA proteins mediate the recycling pathway of memapsin 2 (BACE). 
J Biol Chem. 2004-Dec 21 ; [Epub ahead of print] 
PMID: 15615712 [PubMed - as supplied by publisher] 



□ 3: Koyach CEJfa^ 
Smith AL 



Related Articles, Links 



|rp| Effect of the BACE intervention on agitation of people with dementia. 

kd Gerontologist. 2004 Dec;44(6):797-806. 
PMID: 15611216 [PubMed - in process] 

□ 4: Stembom G, Hajirezaei MR, Hofemeister J. Related Articles, Links 

bac genes for recombinant bacilysin and anticapsin production in Bacillus 
host strains. 
Arch Microbiol. 2004 Dec 18; [Epub ahead of print] 
PMID: 15609023 [PubMed - as supplied by publisher] 

O 5: Fuso A, Seminara L. Cavallar o RA D'An selmi F . Scarpa S. Related Articles, Links 

S-adenosylmethionine/homocysteine cycle alterations modify DNA 
methylation status with consequent deregulation of PS1 and BACE and beta- 
amyloid production. 
Mol Cell Neurosci. 2005 Jan;28(l): 195-204. 
PMID: 1 5607954 [PubMed - in process] 

06: .^d^am Lj3en^^ Related Articles, Links 

beta-amyloid protein converting enzyme 1 and brain-specific type II 
■L^J membrane protein BRI: binding partners processed by furin. 

J Neurochem. 2005 Jan;92(l):93-102. 
PMID: 15606899 [PubMed - in process] 



Kelated Articles, Links 



O 7: Stachel SJ, Cobum C A St eele TG , Jones KG, Loutzenhiser EF, 
" Gregro AR, Rajapakse HA Lai M*f, Crouthamel MC, Xu M. 
Tugusheva K, Lineberger JE, Pietrak BL, Espeseth AS, Shi XP, 
Chen-Dodson E, HoUoway MK, Mxmshi j Simon AJ, Kuo L Vacca 
JP, 

ijpi Structure-based design of potent and selective cell-permeable inhibitors of 
I^J human beta-secretase (BACE-1). 

J Med Chem. 2004 Dec 16;47(26):6447-50. 
PMID: 15588077 [PubMed - in process] 

fj 8* AMd-Rodrijp^ Related Articles, Links 

Delacouile A. Dingwall C. De Strooper Dolti CG. 
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Neuronal membrane cholesterol loss enhances amyloid peptide generation. 
J Cell Biol. 2004 Dec 6; 167(5): 953 -60. 
PMID: 15583033 [PubMed - in process] 

□ 9: Benjannei S. Cromlish J A. Diailo K, Chretien M. Seidah NG. Related Articles, Links 

|pH| The metabolism of beta-amyloid converting enzyme and beta-amyloid 
1^1 precursor protein processing. 

Biochem Biophys Res Commun. 2004 Dec 3;325(l):235-42. 

PMID: 15522224 [PubMed - in process] 



□ 10: Willem M, Dewachter L Smvth N. Van Dooren T\ Borghgraef P. 
Haass C, Van Leuven F. 



Related Articles, Links 



beta-site amyloid precursor protein cleaving enzyme 1 increases amyloid 
deposition in brain parenchyma but reduces cerebrovascular amyloid 
angiopathy in aging BACE x APP[V717I] double-transgenic mice. 
Am J Pathol. 2004 Nov; 165(5): 1621 -31. 
PMID: 15509532 [PubMed - indexed for MEDLINE] 

Oil: Huang D. Caflisch A. Related Articles, Links 

igi Efficient evaluation of binding free energy using continuum electrostatics 
fel solvation. 

J Med Chem. 2004 Nov 4;47(23):5791-7. 

PMID: 15509178 [PubMed - indexed for MEDLINE] 



□ 12: Li KC. Liu CX Sun W. Yuan S. Yu T. 



Related Articles, Links 



A system for enhancing genome-wide coexpression dynamics study. 
kd Proc Natl Acad Sci USA. 2004 Nov 2;101(44):15561-6. Epub 2004 Oct 18. 
PMID: 1 5492223 [PubMed - indexed for MEDLINE] 

□ 13. Westmever GG. Willem M, Lichtcn thaler SF. Lumian G. Multhaup Related Articles, Links 

' G, Assfalg-Machleidt L Reiss K, Saftig P. Haass C. 

tDimerization of beta-site beta-amyloid precursor protein-cleaving enzyme. 
J Biol Chem. 2004 Dec 17;279(51):53205-12. Epub 2004 Oct 12. 
PMID: 15485862 [PubMed - in process] 

□ J4 ; von Amim CA, Tangredi MM, Peltan ID, Lee BM, Irizarry MC, 

Kinoshita A, Hvman BT. 



Related Articles, Links 



Demonstration of BACE (beta-secretase) phosphorylation and its 
interaction with GGA1 in cells by fluorescence-lifetime imaging 
microscopy. 

J Cell Sci. 2004 Oct 15;117(Pt 22):5437-45. Epub 2004 Oct 05. 
PMID: 1 5466887 [PubMed - in process] 



Related Articles, Links 



H 1 5- Raiamam EL Reynolds CH. 

ifgi Modeling the protonation states of the catalytic aspartates in beta-secretase. 

ml J Med Chem. 2004 Oct 7;47(21):5159-66. 

PMID: 15456259 [PubMed - indexed for MEDLINE] 

□ 16: Paiel S. Vuillard L. Cleasbv A. Murray CW. Yon J. Related Articles, Links 

Apo and inhibitor complex structures of BACE (beta-secretase). 
J Mol Biol. 2004 Oct 15;343(2):407-16. 
PMID: 15451669 [PubMed - indexed for MEDLINE] 



O 17: Takeda K^Arakj. W 9 .A^^^ 



Related Articles, Links 



Amino-truncated amyloid beta-peptide (Abeta5-40/42) produced from 
caspase-cleaved amyloid precursor protein is deposited in Alzheimer's 
disease brain. 

FASEB J. 2004 Nov; 18(14): 1755-7. Epub 2004 Sep 13. 
PMID: 15364896 [PubMed - in process] 
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Related Articles, Links 



Yeast growth selection system for the identification of cell-active inhibitors 
of beta-secretase. 

Biochim Biophys Acta. 2004 Sep 6;1674(l):29-39. 
PMID: 15342111 [PubMed - indexed for MEDLINE] 



□ 19: Raiamani It Reynolds CH. 



Related Articles, Links 



Modeling the binding affinities of beta-secretase inhibitors: application to 
subsite specificity. 

Bioorg Med Chem Lett. 2004 Oct 4;14(19):4843-6. 
PMID: 15341936 [PubMed - in process] 



O 2fl** Gumming JK Iserloh IX Kennedy ME. 

Design and development of BACE-1 inhibitors. 
Curr Opin Drug Discov Devel. 2004 Jul;7(4): 536-56. Review. 
PMID: 15338962 [PubMed - indexed for MEDLINE] 



Related Articles, Links 



□ 21 



□ 22: 



von Roiz RC, Kohli BM, Bosset J. Meier M, Suzuki L Nitsch RM, Related Articles, Links 
Koixietzko U. 

The APP intracellular domain forms nuclear multiprotein complexes and 
regulates the transcription of its own precursor. 
J Cell Sci. 2004 Sep l;117(Pt 19):4435-48. 
PMID: 15331662 [PubMed - in process] 

Yu WI-L Kumar A. Peterhoff C. Shapiro Kulnane L. Uchivama Y. Related Articles, Links 
Lamb BT, Cuenro AM,.Mxpn,RA. 

Autophagic vacuoles are enriched in amyloid precursor protein-secretase 

activities: implications for beta-amyloid peptide over-production and 

localization in Alzheimer's disease. 

Int J Biochem Cell Biol. 2004 Dec;36(12):2531-40. 

PMID: 15325590 [PubMed - in process] 



□ 23: Gandhi S. Refolo LM. Sambamurii K. 



Related Articles, Links 



Amyloid precursor protein compartmentalization restricts beta-amyloid 
production: therapeutic targets based on BACE compartmentalization. 

J Mol Neurosci. 2004;24(1): 137-43. 

PMID: 1 53 14262 [PubMed - indexed for MEDLINE] 



O 24: Naqvi T, Lim A, Rouhani R. Singh R, Eglen RM. 



Related Articles, Links 



Beta galactosidase enzyme fragment complementation as a high-throughput 
screening protease technology. 
JBiomol Screen. 2004 Aug;9(5):398-408. 
PMID: 15296639 [PubMed - in process] 



□ 25: Oing H. Zhou W, Christensen MA, Sun X l ong Y, Song W. 



Related Articles, Links 



□ 26: 



Degradation of BACE by the ubiquitin-proteasome pathway. 
FASEB J. 2004 Oct;18(13):1571-3. Epub 2004 Aug 02. 
PMID: 15289451 [PubMed - in process] 

Chen XK Siman R. Iwata A, Meaney DF, Trojanowski JO, Smith Related Articles Link* 
PH. 

Long-term accumulation of amyloid-beta, beta-secretase, presenilin-1, and 

caspase-3 in damaged axons following brain trauma. 

Am J Pathol. 2004 Aug;165(2):357-71. 

PMID: 15277212 [PubMed - indexed for MEDLINE] 



□ 27: 



Schmechel A. Strauss M. Schlicksupp A. Pipkom R. Haass C. 
Bayer TA, Multhaup O. 
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Human B ACE forms dimers and colocalizes with APP. 
J Biol Chem. 2004 Sep 17;279(38):39710-7. Epub 2004 Jul 09. 
PMID: 15247262 [PubMed - indexed for MEDLINE] 



□ 28: Nawrot B. 



Related Articles, Links 



29: 



□ 30: 



□ 31: 



□ 32: 



□ 33 



Targeting BACE with small inhibitory nucleic acids - a future for 
Alzheimer's disease therapy? 
Acta Biochim Pol. 2004;51(2):431-44. 
PMID: 15218540 [PubMed - in process] 

George AJ. Holsinger RNL McLean CA. Laughton KM. Bevreuther Related Abides Link* 
IC Evin G. Masters CL. Li OX. ~ ~ *' 

APP intracellular domain is increased and soluble Abeta is reduced with 

diet-induced hypercholesterolemia in a transgenic mouse model of 

Alzheimer disease. 

Neurobiol Dis. 2004 Jun; 16(1): 124-32. 

PMID: 15207269 [PubMed - indexed for MEDLINE] 

HuB a .£anXY^Bridges Related Articles, Links 

Ellingboe L Jin G J Cowling R. Bard J. 

Synthesis and SAR of bis-statine based peptides as BACE 1 inhibitors. 
Bioorg Med Chem Lett. 2004 Jul 5;14(13):3457-60. 
PMID: 15177452 [PubMed - in process] 

Wang W, Reichert P, Beyer BM, Liu JJ, Lee J, Zhang L. Liu YR Related Articles, Links 
Taremi SS. Le HV. Strickland C. 

Crystallization of glycosylated human BACE protease domain expressed in 
Trichoplusia ni. 

Biochim Biophys Acta. 2004 May 6;1698(2):255-9. 
PMID: 15134659 [PubMed - indexed for MEDLINE] 

Wen Y. Onvewuchi O. Yang S. Liu R. Simpkins JW. Related Articles, Links 

Increased beta-secretase activity and expression in rats following transient 

cerebral ischemia. 

Brain Res. 2004 May 29;1009(l-2):l-8. 

PMID: 15120577 [PubMed - indexed for MEDLINE] 

Shiba T. Kametaka S, Kawasaki M. Shibata M, Waguri S. Related Articles, Links 

Uchivama Y. Wakatsuki S. 

Insights into the phosphoregulation of beta-secretase sorting signal by the 
VHS domain of GGA1. 

Traffic. 2004 Jun;5(6):437-48. 

PMID: 151 17318 [PubMed - indexed for MEDLINE] 



□ 34: ZMJL Wang .a.Xang W. 

Novel cobalt-free oxygen permeable membrane. 

Chem Commun (Camb). 2004 May 7;(9):1 130-1. Epub 2004 Apr 08. 
PMID: 15116219 [PubMed] 



Related Articles, Links 



□ 35: 



□ 36; 



Greeve I, Kretzschmar D. Tschape JA. Bevn A, Brellinger C, Related Articles, Links 

Schweizer M, Nitsch RM. Reifegerste R. 

Age-dependent neurodegeneration and Alzheimer-amyloid plaque 

formation in transgenic Drosophila. 

J Neurosci. 2004 Apr 21;24(16):3899-906. 

PMID: 15102905 [PubMed - indexed for MEDLINE] 

Pastorino L. Ikin AK Lamprianou S. Vacaresse N. Revelli JP. Piati Related Articles, Links 
K. Paganetti P. Mathews PM. Harroch S. Buxbaum JD. 

BACE (beta-secretase) modulates the processing of APLP2 in vivo. 
Mol Cell Neurosci. 2004 Apr;25(4): 642-9. 
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□ 37: 



PMID: 15080893 [PubMed - indexed for MEDLINE] 
Ge YW, Maloney B, Sambamurti K, Lahiri DK. 



Related Articles, Links 



Functional characterization of the 5' flanking region of the BACE gene: 
identification of a 91 bp fragment involved in basal level of BACE 
promoter expression. 

FASEB J. 2004 Jun; 18(9): 1037 -9. Epub 2004 Apr 01. 
PMID: 15059977 [PubMed - indexed for MEDLINE] 



□ 38: Sambamurti K, Kinsev R, Malonev B, Ge YW. Lahiri DK. 



Related Articles, Links 



□ 39 



Gene structure and organization of the human beta-secretase (BACE) 
promoter. 

FASEB J. 2004 Jun; 18(9): 1034-6. Epub 2004 Apr 01. 
PMID: 15059975 [PubMed - indexed for MEDLINE] 

Blasko L Beer R, Bigl M, Apclt J, Franz G. Rudzki D, Ransmayr G, Related Articles, Links 
Kampfl A. Schliebs R. 

Experimental traumatic brain injury in rats stimulates the expression, 

production and activity of Alzheimer's disease beta-secretase (BACE-1). 
J Neural Transm. 2004 Apr;l 1 1(4):523-36. Epub 2004 Feb 04. 
PMID: 15057522 [PubMed - indexed for MEDLINE] 



□ 40: 



Related Articles, Links 



De Pietri Tonelli D. Mihailovich M. Pi Cesare A. Codazzi F. 
Grohovaz F. Zacchetti D. 

Translational regulation of BACE-1 expression in neuronal and non- 
neuronal cells. 

Nucleic Acids Res. 2004 Mar 19;32(5):1808-17. Print 2004. 
PMID: 15034149 [PubMed - indexed for MEDLINE] 



□ 41: Pasternak SR Callahan JW. Mahuran DJ. • 



Related Articles, Links 



The role of the endosomal/lysosomal system in amyloid-beta production 
and the pathophysiology of Alzheimer's disease: reexamining the spatial 
paradox from a lysosomal perspective. 

J Alzheimers Dis. 2004 Feb;6(l):53-65. Review. 
PMID: 15004328 [PubMed - indexed for MEDLINE] 



□ 42: Mohajeri MIL Saini KD. Nit.scb.RM. 



Kelated Articles, Links 



Transgenic BACE expression in mouse neurons accelerates amyloid plaque 
pathology. 

J Neural Transm. 2004 Mar;l ll(3):413-25. Epub 2003 Dec 03. 
PMID: 14991462 [PubMed - indexed for MEDLINE] 

43. Li R, Lindholm K. Yang LB. Yue X, Citron M, Yan R. Beach T, Related Articles Link* 

* Sue L. Sabba g h M. Cai R Won g P . Price D . Shen Y. 

Amyloid beta peptide load is correlated with increased beta-secretase 
activity in sporadic Alzheimer's disease patients. 
Proc Natl Acad Sci USA. 2004 Mar 9;101(10):3632-7. Epub 2004 Feb 20. 
PMID: 14978286 [PubMed - indexed for MEDLINE] 

O 44: .G^Msfihi^ Related Articles, Links 

* C. Cattabeni F. Padovaai A. Di Luca M. 

irgi Platelet APP, ADAM 10 and BACE alterations in the early stages of 
1^1 Alzheimer disease. 

Neurology. 2004 Feb 10;62(3):498-501. 

PMID: 14872043 [PubMed - in process] 

□ 45: King GD. Cherian K. Turner RS. Related Articles, Links 

[B| XI 1 alpha impairs gamma- but not beta-cleavage of amyloid precursor 
^ protein. 
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J Neurochem. 2004 Feb;88(4):971-82. 

PMID: 14756819 [PubMed - indexed for MEDLINE] 

Cj 46: Haass C. Related Articles, Links 

fgi Take five-BACE and the gamma-secretase quartet conduct Alzheimer's 
fcJ amyloid beta-peptide generation. 

EMBO J. 2004 Feb 1 1;23(3):483-8. Epub 2004 Jan 29. 

PMID: 14749724 [PubMed - in process] 

O 47: Fumham N . Ruffle S, Souihan C . Related Articles, Links 

[jH| Splice variants: a homology modeling approach. 

kd Proteins. 2004 Feb 15;54(3): 596-608. 

PMID: 14748006 [PubMed - indexed for MEDLINE] 

G 48* Fukumot o H. Rosene PL. Mos s M3. Raju S. H yman B T, Irizarrv 3el?^d A'tictes Link c 
' MS, 

jgi Beta-secretase activity increases with aging in human, monkey, and mouse 
IliMJ brain. 

Am J Pathol. 2004 Feb;164(2):7 19-25. 

PMID: 14742275 [PubMed - indexed for MEDLINE] 

n 49: Bradv SF. Singh S, Crouthamel MC. Hollowav MK. Coburn CA> Related Articles, Links 
* Garskv VM, Boguskv M, Pennington MW. Vacca .TP. Hazuda D, 
Lai MT. 

[fSi Rational design and synthesis of selective BACE-1 inhibitors. 
km Bioorg Med Chem Lett. 2004 Feb 9;14(3):601 -4. 

PMID: 14741251 [PubMed - indexed for MEDLINE] 

G 50: Gagro A , Tominac M. Krsulovic-Hre si c V, Bace A, Malic M, Related Articles, Links 
Drazenovic V. Ml inane-Gal inovic G, Kosor E, Gotovac K. Bolanca 
L Batinica S, Rabatic S. 

[jUl Increased Toll -like receptor 4 expression in infants with respiratory 
feJ syncytial virus bronchiolitis. 

Clin Exp Immunol. 2004 Feb;135(2):267-72. 

PMID: 14738455 [PubMed - indexed for MEDLINE] 

□ 51 . £M?ten^ Related Articles, Links 

t Transcriptional regulation of BACE1, the beta-amyloid precursor protein 
beta-secretase, by Spl. 
Mol Cell Biol. 2004 Jan;24(2): 865-74. 
PMID: 14701757 [PubMed - indexed for MEDLINE] 

□ 52: Li O. Sudhof TC, Related Articles, Links 



Cleavage of amyloid-beta precursor protein and amyloid-beta precursor- 
like protein by BACE 1 . 
J Biol Chem. 2004 Mar 12;279(1 1): 10542-50. Epub 2003 Dec 29. 
PMID: 14699153 [PubMed - indexed for MEDLINE] 

O 53* Horn RK, Gailunas AF. Mamo S. Fang L Y. Tung JS. Walker DE. Related Articles, Links 
' Davis IX Thorsett ED, Jcwctt NE, Moon JB. John V. 

ljH| Design and synthesis of hydroxyethylene-based peptidomimetic inhibitors . 
Isl of human beta-secretase. 

J Med Chem. 2004 Jan 1;47(1): 158-64. 

PMID: 14695829 [PubMed - indexed for MEDLINE] 

□ 54: Park R Lee S. Related Articles, Links 



Determination of the active site protonation state of beta-secretase from 
molecular dynamics simulation and docking experiment: implications for 
structure-based inhibitor design. 
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J Am Chem Soc. 2003 Dec 31;125(52):16416-22. 
PMID: 14692784 [PubMed - indexed for MEDLINE] 

O 55: Chen SH. Lamar J. Guo D. Kohn T. Yang HC. McGee I Timm D, Related Articles, Links 
" Erickson J. Yip Y. May P. McCarthy J. 



P3 cap modified Phe*-Ala series BACE inhibitors. 
Bioorg Med Chem Lett. 2004 Jan 5;14(l):245-50. 
PMID: 14684336 [PubMed - indexed for MEDLINE] 

□ 56* Lamar J. Hu L Bueno AB. Yang HC. Guo D. Copp JD, McGee L Related Articles Link* 

Gitter B. Timm D, May P . McCarthy J. Chen SH . 

jjgj Phe*-Ala-based pentapeptide mimetics are BACE inhibitors: P2 and P3 
fcia SAR. 

Bioorg Med Chem Lett. 2004 Jan 5;14(l):239-43. 

PMID: 14684335 [PubMed - indexed for MEDLINE] 

O 57* HuJ^CwjCL. Smiley PL, TinrniD^Erickson JA , M c G ee JE^ Yang Related Articles Links 
HC. Mendel D. May PcTshapiro M. McCarthy JR. 

[rgi Design and synthesis of statine-containing BACE inhibitors. 
IkJ Bioorg Med Chem Lett. 2003 Dec 15;13(24):4335-9. 
PMID: 14643321 [PubMed - indexed for MEDLINE] 

□ 58: Oh M. Kim SY. Oh YS. Choi DY. Sin ILL Jung IM. Park W J. Related Articles, Links 



Cell-based assay for beta-secretase activity. 
Anal Biochem. 2003 Dec 1;323(1):7-11. 
PMID: 14622952 [PubMed - indexed for MEDLINE] 

□ 59: Hook VY, Reisine TP. Related Articles, Links 

Cysteine proteases are the major beta-secretase in the regulated secretory 
pathway that provides most of the beta-amyloid in Alzheimer's disease: role 
of BACE 1 in the constitutive secretory pathway. 

J Neurosci Res. 2003 Nov 1 ;74(3):393-405. 

PMID: 14598316 [PubMed - indexed for MEDLINE] 

□ 60: Evin G, Zhu A Holsinger KM, Masters CL. Li OX. Related Articles, Links 

Proteolytic processing of the Alzheimer's disease amyloid precursor protein 
in brain and platelets. 

J Neurosci Res. 2003 Nov l;74(3):386-92. 

PMID: 14598315 [PubMed - indexed for MEDLINE] 

fJ61: fe^LAJPjlsim^ Related Articles, Links 

' Dumanchin-Njock C, Piiiel CL Marambaud P. Wilk S. Farzan M. 
Fulcrand P, .Maitinez L^Andrau D, Checler F : 

JLK isocoumarin inhibitors: selective gamma-secretase inhibitors that do 
not interfere with notch pathway in vitro or in vivo. 
J Neurosci Res. 2003 Nov l;74(3):370-7. 
PMID: 14598313 [PubMed - indexed for MEDLINE] 



■ 



□ 62: Tama^qlL.^^^^ P. Santoro G, Davit A. Pi Related Articles, Links 

Simone D, Danni O. Tabaton M. 

[rp| Dehydroepiandrosterone reduces expression and activity of BACE in NT2 
neurons exposed to oxidative stress. 

Neurobiol Dis. 2003 Nov; 14(2): 29 1-301. 

PMID: 14572450 [PubMed - indexed for MEDLINE] 

□ 63: John V. Beck JP. Bienkowski MJ. Sinha S, Heinrikson RL. Related Articles, Links 

Human beta-secretase (BACE) and BACE inhibitors. 

J Med Chem. 2003 Oct 23;46(22):4625-30. Review. No abstract available. 
PMID: 14561080 [PubMed - indexed for MEDLINE] 
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Related Articles, Links 
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Heparan sulfate regulates amyloid precursor protein processing by BACE1, 

the Alzheimer's beta-secretase. 

J Cell Biol. 2003 Oct 13;163(1):97-107. Epub 2003 Oct 06. 

PMID: 14530380 [PubMed - indexed for MEDLINE] 



O 65: Cordv JM. Hussain L Dingwall C. Hooper NM. Turner AJ. 



Related Articles, Links 



Exclusively targeting beta-secretase to lipid rafts by GPI-anchor addition 
up-regulates beta-site processing of the amyloid precursor protein. 
Proc Natl Acad Sci USA. 2003 Sep 30;100(20): 1 1735-40. Epub 2003 Sep 22. 
PMID: 14504402 [PubMed - indexed for MEDLINE] 



£j (jg. McMahoa BM. Stewart J. Fauq A. Younkin S. Younkin L 



Related Articles, Links 



Peptide nucleic acids targeted to the amyloid precursor protein. 

J Mol Neurosci. 2003;20(3):261-5. 

PMID: 14501006 [PubMed - indexed for MEDLINE] 



□ 67: Marlow L, Cain M. Pappolla MA, Sambamurti K. 



Related Articles, Links 



□ 68 



□ 69: 



Beta-secretase processing of the Alzheimer's amyloid protein precursor 
(APP). 

J Mol Neurosci. 2003;20(3):233-9. 

PMID: 14501002 [PubMed - indexed for MEDLINE] 

Preece P, Vixley DJ. Costandi M. Coombes R. Moss SL Mudge Related Articles, Links 
AW, Jazin E Cairns NJ. 

Beta-secretase (BACE) and GSK-3 mRNA levels in Alzheimer's disease. 
Brain Res Mol Brain Res. 2003 Aug 19;1 16(1 -2): 155-8. 
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Levels of alpha- and beta-secretase cleaved amyloid precursor 
protein in the cerebrospinal fluid of Alzheimer's disease patients. 
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Alternative cleavage of the amyloid precursor protein (APP) results in 
generation and secretion of both soluble APP (sAPP) and beta-amyloid 
(Abeta). Abeta is the main component of the amyloid depositions in the brains 
of Alzheimer's disease (AD) patients. Using Western blotting, we compared 
the levels of alpha-secretase cleaved sAPP, beta-secretase cleaved sAPP and 
total sAPP, in cerebrospinal fluid (CSF) from 13 sporadic AD patients and 13 
healthy controls. Our findings show significant amounts of beta-secretase 
cleaved sAPP in CSF. There was no statistically significant difference in the 
levels of beta-secretase cleaved sAPP between AD patients and controls. The 
levels of alpha-secretase cleaved sAPP and total sAPP were, however, found 
to be significantly lower in the AD patients than in the controls. 
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□ 1: Proc Natl Acad Sci U S A. 2000 Feb 15;97(4): 1456-60. Related Articles, Links 
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Human aspartic protease memapsin 2 cleaves the beta-secretase 
site of beta-amyloid precursor protein. 

Lin X, Koelsch G, Wu S, Downs D, Dashti A, Tang J, 

Protein Studies Program, Oklahoma Medical Research Foundation, and 
Department of Biochemistry, University of Oklahoma Health Sciences Center, 
Oklahoma City, OK 73 1 04, USA. 

The cDNAs of two new human membrane-associated aspartic proteases, 
memapsin 1 and memapsin 2, have been cloned and sequenced. The deduced 
amino acid sequences show that each contains the typical pre, pro, and 
aspartic protease regions, but each also has a C-terminal extension of over 80 
residues, which includes a single transmembrane domain and a C-terminal 
cytosolic domain. Memapsin 2 mRNA is abundant in human brain. The 
protease domain of memapsin 2 cDNA was expressed in Escherichia coli and 
was purified. Recombinant memapsin 2 specifically hydrolyzed peptides 
derived from the beta-secretase site of both the wild-type and Swedish mutant 
beta-amyloid precursor protein (APP) with over 60-fold increase of catalytic 
efficiency for the latter. Expression of APP and memapsin 2 in HeLa cells 
showed that memapsin 2 cleaved the beta-secretase site of APP intracellularly. 
These and other results suggest that memapsin 2 fits all of the criteria of beta- 
secretase, which catalyzes the rate-limiting step of the in vivo production of 
the beta-amyloid (Abeta) peptide leading to the progression of Alzheimer's 
disease. Recombinant memapsin 2 also cleaved a peptide derived from the 
processing site of presenilin 1, albeit with poor kinetic efficiency. Alignment 
of cleavage site sequences of peptides indicates that the specificity of 
memapsin 2 resides mainly at the S(l)' subsite, which prefers small side 
chains such as Ala, Ser, and Asp. 
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